Background: This study aimed to investigate whether age at complete repair of tetralogy of Fallot (TOF) impacts postoperative morbidity and length of hospital stay in infants less than 365 days of age. Methods: The United States Nationwide Inpatient Sample was searched for infants 0-365 days of age that underwent complete repair of TOF between 2005 and 2011. Patients were categorized based on age at time of repair: 0-30 days; 31-90 days; 91-180 days; > 180 days. Results: A total of 1112 infants were included in the study. Multivariate analysis showed the risk of postoperative complications was 40% lower in infants ≥91 days old at the time of repair as compared to those ≤30 days old. In addition, children > 30 days old at the time of repair had a significantly shorter length of hospital stay than those aged ≤30 days. In the subgroup with elective repair, older age was associated with a shorter length of hospital stay as compared to those ≤30 days old at repair, while association between age at complete repair of TOF and postoperative complication was not significant among the groups after adjusting for confounders. Conclusions: In children < 1 year old, postoperative complications and length of hospital stay are affected by the timing of complete repair of TOF.
Background
Tetralogy of Fallot (TOF) accounts for approximately 5 to 7% of all congenital cardiac conditions [1, 2] . As the most common form of cyanotic congenital heart disease, the prevalence of TOF is approximately 3.9 cases per 10,000 live births [1, 2] . The condition that was first described by Fallot in 1888 consists of anterior malalignment of the conoventricular septum [3] . The malalignment gives rise to the 4 classic features of the condition: 1) malalignment ventricular septal defect (VSD); 2) overriding of the aorta; 3) right ventricular outflow tract (RVOT) obstructions; and 4) right ventricular hypertrophy [3] . The degree of RVOT obstructions determines the degree of cyanosis at birth and can range from severely cyanotic to asymptomatic [3] .
For decades there has been lots of discussion regarding the best time for surgical repair of TOF. The reasons for the debate include concern of higher morbidity and mortality at an earlier age of surgery, and if earlier surgery results in more normal development of the heart and lungs [3] [4] [5] . The traditional method for asymptomatic infants has been to wait until symptoms develop or the children are older to decrease the morbidity and mortality associated with operating on infants, and surgery at a younger age has been associated with an increased need for transannular patching at a later date [6] . For infants who are cyanotic, the decision revolves around a palliative shunt procedure and then complete repair at a later date or initial complete repair [7, 8] .
With advances in surgical techniques and postoperative intensive care unit (ICU) management there has been an overall trend to perform primary complete repair on younger infants, regardless of the presence of symptoms or not [3, 7, [9] [10] [11] . There is also considerable variability between centers in the timing of repair [3, 12] . Many studies have been done examining the outcomes of early compared to late repair. The majority of studies have found that complete primary repair in infancy is associated with low morbidity and mortality and overall good outcomes [7, 9, 11, [13] [14] [15] [16] [17] . On the other hand, some studies, including a recent meta-analysis and multicenter study, have reported that early surgery is associated with increased morbidity and mortality [12, 18, 19] .
To this end, the purpose of this study was to use data from a nationwide hospital-based database to investigate whether age at complete repair of TOF impacts short-term outcomes, such as postoperative morbidity and length of hospital stay, in infants less than 365 days of age.
Methods

Data source
This was a population-based, retrospective observational study. The Nationwide Inpatient Sample (NIS) is the largest all-payer United States inpatient care database [20] . It contains over one hundred clinical and non-clinical data elements from approximately 8 million hospital stays each year. The data elements include primary and secondary diagnoses, primary and secondary procedures, admission and discharge status, patient demographic characteristics, expected payment source, length of stay, and hospital characteristics. The most recent NIS database contains data from about 1050 hospitals from 44 States in the United States to approximate a 20% stratified sample of United States community hospitals as defined by the American Hospital Association. The NIS also provides statistical weights that allow estimates of national case volumes to be extrapolated. The NIS was developed as part of United States Healthcare Cost and Utilization Project (HCUP), which is sponsored by the Agency for Healthcare Research and Quality. Further information about the HCUP is available at their website (https://www.hcup-us.ahrq.gov). Because the NIS originally received signed informed consent from all included patients to participate in data collection for later evaluation, and patient data in the NIS database were subsequently de-identified, signed informed consent was waived for the present study. The present study obtained the certificate number, HCUP-71JWS18J9, and conforms to the data-use agreement for the NIS from the HCUP Project. 
Study population
Covariates
Patient characteristics examined included age at repair, sex, race/ethnicity, household income, insurance status (primary payer), and admission type (elective admission or not). Co-morbid conditions studied included chromosomal anomalies (ICD-9: 655.10, 758).
Related interventions analyzed included heart catheterization (ICD-9 procedure codes: 37.21-37.23, 89.64), use of extracorporeal membrane oxygenation (ECMO) (ICD-9: 39.65), pacemaker/defibrillator implantation (ICD-9: 37.7, 37.8, 37.94-37.98, 39.64), thoracentesis/pericardiocentesis/pluerodesis/chest tube placement/pericardiotomy (ICD-9: 34.91, 37.0, 34.92, 34.04, 37.12), gastrostomy tube insertion (ICD-9: 43.0, 43.1), blood transfusion (ICD-9: 99.0) and systemic to pulmonary artery shunt (ICD-9: 39.0). Hospital-related characteristics studied included hospital location (rural or urban), bed size, and annual caseload of TOF repair.
Statistical analysis
Age at the surgery was calculated by the summing of the age at admission and the number of days from admission to the surgery. For patients without information of the number of days from admission to the surgery were impute with the mean of number of days from admission to the surgery for total population. Age was divided into 4 groups for analysis: ≤ 30, 30-90, 91-180, and > 180 days. Continuous variables were presented as the mean ± standard error, and were tested by analysis of variance (ANOVA) to determine differences between age groups; categorical variables were presented as counts and weighted percentages, and differences between age groups were tested by chi-square test.
Univariate and multivariate regression analyses were performed to examine the association between length of stay, postoperative complications, and age groups. Multivariate regression analyses were performed by adjusting for variables with values of P < 0.05 in the univariate analysis. Additionally, subgroup analysis was performed to determine the association between length of stay, postoperative complications, and age groups for children who were admitted electively. This was done to exclude symptomatic patients requiring emergent surgery, and thus focus only on the optimal timing of complete repair. Weighted samples, stratum, cluster were used to produce national estimates for all analyses. Two-sided P values of < 0.05 were considered statistically significant. All statistical analyses were performed by SAS® version 9.4 (Windows NT version, SAS Institute, Inc., Cary, NC, USA).
Results
There were 55,906,462 hospitalizations recorded during the period from 2005 to 2011 in the HCUP-NIS database. Of these, 1112 had a principle procedure code of complete repair of TOF and were aged ≤1 year (365 days). The analytic sample size was equivalent to a population-based sample size of 5538 participants.
The baseline characteristics of the 1112 patients are shown in Table 1 The associations between length of stay, postoperative complications, and age at repair are shown in Table 3 . Univariate analysis showed that children > 30 days old at the time of repair had a significantly shorter length of hospital stay than those aged ≤30 days (31-90 days old: − 12.5 days, 91-180 days old: − 18.4 days, and > 180 days old: − 18.6 days). However, after adjustment for insurance status, admission type, heart catheterization and gastrostomy tube insertion in the multivariate analysis, the result remained significant except for 31-90 days group (Table 3) . When treated as continuous variable, older age at repair was significantly associated with slightly shorter length of hospital stay (β: − 0.02).
Univariate analysis indicated that the risk of postoperative complications was significantly lower in children > 30 days old at the time of repair as compared to those ≤30 days old at repair (odds ratio [(OR]: 31-90 days old = 0.54, 91-180 days old = 0.45, and > 180 days old = 0.44). Multivariate analysis showed that the risk of postoperative complications was about 40% lower in children 91-180 days old and > 180 days old at the time of repair as compared to those ≤30 days old at repair (aOR: 91-180 days old = 0.60 and > 180 days old = 0.60) ( Table 3) . When treated as continuous variable, patients with older age at repair had lower risk of postoperative complications (aOR: − 0.99).
In the subgroup analysis of patients with elective admissions, older age was associated with a shorter length of hospital stay as compared to those ≤30 days old at repair (31-90 days old: − 2.94 days, 91-180 days old: − 3.95 days, and > 180 days old: − 4.29 days) in the multivariate analysis; however, the difference was not significant in the group 31-90 days old. Multivariate analysis indicated that older age groups had a 50 to 60% lower odds of postoperative complications as compared to infants ≤30 day old at repair (adjusted OR [aOR]: 31-90 days old = 0.43, 91-180 days old = 0.58, and > 180 days old = 0.58); however, the difference was not significant among the groups (Table 4) .
Discussion
The purpose of this study was to investigate whether the age of complete repair of TOF impacts short-term outcomes in infants less than 365 days of age. The results showed that the risk of postoperative complications was about 40% lower in infants ≥91 days old at the time of repair as compared to those ≤30 days old at repair after adjusting for the confounders.
In the subgroup of patients who underwent elective repair, the length of hospital stay of infants 91-180 days old at the time of surgery was about 3.5 days shorter compared to those who were ≤ 30 days old at repair after adjusting for the confounders. Additionally, in this subgroup the risk of postoperative complications was about 60% lower in children 31-90 days old at the time of repair as compared to those ≤30 days old after adjusting for confounders. The majority of studies have indicated that complete repair of TOF can be performed in infancy with good outcomes. For example, Parry et al. (10) studied 42 acyanotic infants with a median age of 62 days who received complete repair of TOF between 1992 and 1999. They found that there were no deaths in-hospital or during a median follow-up period of 38 months; one child required reoperation for recurrent RVOT obstruction, and 2 required balloon angioplasty; and there were no cases of symptomatic pulmonary insufficiency. A recent study of 277 patients with TOF who received elective repair at 6 months of age or younger found no in hospital mortalities, and an 11.6% complication rate [13] . Furthermore, longer support times, lower weight, chromosomal abnormalities, and complications were associated with a significantly increased length of hospital stay. Another recent study compared outcomes in infants younger than 6 months and older than 6 months at the time of repair and found no difference in early clinical outcomes or reoperation rates [21] .
Woldu et al. [17] studied the effect of the timing of surgery on growth in the first year of life. They found that 36 infants had neonatal TOF repair (< 28 days old) and 127 had repair at more than 28 days. Those who had neonatal repair were more likely to require a subsequent transannular patch, but had higher weight-for-age scores at 1 year.
A multicenter analysis study, however, has provided results different from those described above [19] . A study of 4698 patients between 1 day of age and 19 years who had complete repair of non-ductal-dependent TOF across a number of centers found that elective repair at < 30 days of age was associated with significantly higher in-hospital morbidity and mortality [19] . Furthermore, a meta-analysis published in 2017 that included 8 studies with 3858 patients, 19% of whom underwent neonatal repair, found that neonatal repair was associated with increased mortality, longer ICU stay, and longer total length of hospital stay [18] .
There are a number of strengths, as well as limitations of this study. An important strength of the present study is that it includes the largest number of patients from all geographical regions in the United States, allowing for a significant analysis despite the relative rarity of the procedure. However, the diagnoses and procedures were identified based on the ICD coding system only, and coding errors and misclassifications might exist. In addition, coding limitations do not allow for differentiation of clinical subtleties during surgery or decisions by the individual surgeon. Although essential, the precise details of cardiac anatomy (degree of subplumonary stenosis, pulmonary valve annulus size, and coronary and pulmonary artery morphology), variations of surgical techniques and types, establishing feeding, cleft palate, and the duration of cardiopulmonary bypass and aortic cross-clamp time are not available in the database, and thus cannot be analyzed. Details of the clinical course, perioperative functional parameters, and medications prescribed during hospitalization at hospitalization are not provided in the database. Whether or not prior shunt palliation was performed could not be examined, and this study did not distinguish between cyanotic or asymptomatic disease. The database does not contain follow-up data after discharge, thus late mortality and other mid-term/long-term outcomes could not be evaluated.
Given the retrospective design, the possibility of residual measured or unmeasured confounding cannot be eliminated, as with any observational investigation. Nonetheless, the present study provides an overall picture of the hospital-related characteristics of children ≤1 year of age who underwent complete repair of TOF. Multivariate analysis was adjusted for heart catheterization and bed size of hospital
